
UNIVERSITY Of C A L I F O R N I A ,  S A N  FRAl iCISCO Base # 

Sup p l  erne n t # MEMORA!lDUM OF U N 3 E R S T A G D I N G  A N 3  AGREEMENT 
R E C O M B I N A N T  DNA 

h e  i n f o r m a t i o n  i n  t h i s  MUA may be  made p u b l i c  u p o n  p r o p e r  request. 

A) DESCRIPTION: 

Below is  a layman's  d e s c r i p t i o n  of t h e  exper iments  be ing  conducted which  i n v o l v e  
recombinant  DNA molecules  and t h ?  s i g n i f i c a n c e  of t h i s  r e s e a r c h .  
is an assessment  of t h e  physical.  and b i o l o g i c a l  conta inment  r e q u i r e d  for  t h e  
exper iment .  

On t h e  r i g h t  

Description: 

Recombinant DNA molecilles c a n t a i n i n g j  sequences d e r i v e d  from 
papovaPinuses and r e t r o v i r u s e s  w i l l  b e  i n t r o d w e d  i n t o  e u k a r y o t i c  
ce l l s  by t r a n s f e c t i o n  under c o n d i t i o n s  which do n o t  pe rmi t  
p roduc t ion  of v i r u s .  

The W o v a v L r u s  DFs ( s imian  v i rus-40  or polyoma virrrs  DNA) 
w i l l  be ob ta ined  e i t h e r  from i n f e c t e d  mammalian c e l l s  o r  from 
EK hos t  v e c t o r  systems i n  which it h a s  been p r e v i o u s l y  c loned ,  
The D W  w i l i  be  d i s a b l e d  by t h e  i n s e r t i o n  of  f o r e i g n  DHA i n t o  
r e g i o n s  of t h e  genome e s s e n t i a l  f o r  v i r u s  r e p l i c a t i o n ;  i n  some 
cases, a p o r t i o n  of t h e  papova v i r u s  genome w i l l  alee have been 
d e l e t e d .  

D M  of a v i a n  o r  marine r e t r o v i r u s e s  which i n  some cases w i l l  be  
l i n k e d  t o  t h e  eukaryot-ic c e l l  DNA t o  which i t  i s  jo ined  a f t e r  
n a t u r a l  i n f e c t i o n .  The c e t r o v i r u s  DNA (and any a d j a c e n t  c e l l u z a r  
DM) w i l l  have been c lone6  i n  EK h o s t  v e c t o r  systems arid 
c h a r a c t e r i z e d  by r e s t r i c t i o n  mapping and molecular  h y b r i d i z a t i o n .  

used f o r  t r a n s f e c t i o n  may, i n  same cases, be  c loned  i n  EK h o s t  
v e c t o r  systems and c h a r a c t e r i z e d  by r e s t r i c t i o n  mapping and 
molecular  h y b r i d z a t i o n  p r i o r  t o  a d m i n i s t r a t i o n  t o  e u k a r y o t i c  
cells .  The papovav i rus - r e t rov i rus  recornbinant DNA's w i l l  i n  most 
cases i n c l u d e  sequences der ived  f r o m  t h e  EK h 3 s t  vectox sys t em:  
used i n  t h e  primary c l o n l n r  of  e i t h e r  DNA end /o r  i n  t h e  secondary 

The r e t r o v i r u s  DM w i l l  c o n s i s t  05 subgenomic p o r t i o n s  of the 

The recombinants between pepovavi rus  and r e t r o v i r u s  DN4 t o  be 

Contn i nmeri t 
nv i P I  

P2 /P1 

~ 

e l o n i n ?  qf v i r u s - v i r u s  recombinants.  
The r e c m h i n a n t  DNA's w i i l  be used c?nder P2 c o n d i t i o n s  t o  

t r a n s f e c t  c u l t u r e d  c e l l s  which are no t  pe rmis s ive  f o r  r e p l i c a t i o r  
of t h e  involved  papovaviras(e.g.  cells  o t h e r  t h a n  murine ce l l s  fa 
recombinants c o n t a i n i n ?  polyoma v i r u s  DNA, and c e l l a  o t h e r  t h a n  
s imian  cel ls  F n r  recombinants c o n t a i n i n p  SV40 DNA). S u c c e s s f u l  
t r a n s f e c t i o n  w i l l  be scored by morpholopical t r a n s f o r m a t i  
of the r e c i p i e n t  cellP.  
c h a r a c t e r i z e d  w i t h  r e s p e c t  t o  a c a u i r e d  recombinant DM and shown 
to be free of such DNA.repliciitinp independent ly  of  t h e  h o s t  geno , 
t h e  cells w i l l  be propaFated under P1 c o n d i t i o n s .  

When transformed r e c i p i e n t s  have been 

SHIPWENT A N D  TRA?ISFER: 
I agree to comply w i t h  t h e  t I fH r equ i r emen t s  pertaining t o  shipment and transfer 
of 
an0 ,n supp lemen ta l  i n s t r u c t i o n s  provided t h e  IBC and me. 

-cornbinant PSA ma.rcrhls as  stated in the Dcccmb;.r 2 2 ,  1978 Federal Register 

Not applicc.  
a b l e  
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CERTIFICATION SECTION; 

1) P R I N C I P A L  INVESTIGATOR: 

I have read and become famil iar  wi th  t h e  N I I I  r e v i s e d  guide1  ines r e sa rd ine  
recombinant  D!iA pub l i shed  i n  t h e  Decerfjer 2 2 ,  1378 F e d e r a l  Resister and 
I a g r e e  to a b i d e  by t h e i r  p r o v i s i o n s  t o  t h e  b e s t  of my d b i l i t y .  
t o  a b i d e  1:y all subsequent  i n s t r u c t i o n s  i s s u e d  by NIH and r e c e i v e d  by 
me. 
of h e a l t h  s u r v e i l l a n c e  and t o  ensu re  t h a t  t h e y  have r e c e i v e d  t r a i n i n g  i n  
good laboratory p r a c t i c e s .  I agree t o  immediately inform t h e  I9C of any 
s i g n i f i c a n t  r c sea rch  r e l a t e d  accideilt;.  and  i l l n e s s e s ,  I agree t o  s u b n i t  
t h i s  s t u d y  t o  i n s t i t u t i o n a l  r ev iew a t  l ea s t  a n n u a l l y .  
i n t e r i m  approva l  of m o d i f i c a t i o n s  t o  t h e  s t u d y ,  t h e  f a c i l i t i e s  o r  t h e  
p rocedures .  

I agree 

I a g r e e  t o  inform t h o s e  w o r k h g  on t h i s  pr@jFjct  abou t  t h e  a v a i l a b i l i t y  

I a g r e e  t o  g a i n  

Date $- (2-  3 T S i g n a t u r e  [& d.@&I-  
- S i g n a t u r e  Date 

Date S i g n a t u r e  

-- 
-I_ 

2) BIOSAFET-Y COFIMITTEE : 

The R i o s a f e t y  Cornnittee has  reviewed t h i s  MUA a:td h a s  approved  it. I t  
has been found t o  be i n  compl ia rxe  wi th  t h e  YIH g u i d e l i n e s  k t e d  December 
22, 1978 and wi th  t h e  subsequent- i n s t r u c t i o n s  which have heen r e c e i v e d  by 
t h e  IBC. The d a t e  t h e  N 1 A  was approved is 

The P r i n c i p a l  I n v e s t i g a t o r  is r e q u i r e d  t o  com?ly w i t h  t h e  N I H  r e q u i r e m e n t s  
pei . ta ining t o  h e a l t h  s u r v e i l l a n c e  a s  s t a t e d  i n  t h e  December 22 ,  2978 
F e d e r a l  Register. The i n v e s t i g a t o r s  are  r e q u i r e d  t o  inform t h o s e  on 
the p r o j e c t  t h a t  t h e y  have t h e  op t ion / r equ i r emen t  of s e e k i n g  t h e  services 
of the Employee Heal th  Se rv ice .  

Signature - Date 
Chairman, IBC, UCSF 

3 )  INSTITUTIONAL O F I ' I C I A L :  

The U n i v e r s i t y  of C a l i f o r n i a ,  San f'-=ancisco r e t a i n s  r e s p o n s i b i l i t y  f o r  
the procedures  to be performed under  this WA. The r e q u i r e m e n t s  s t a t c d  
in t h e  HlH r , u idc l i r t e s  published i n  t h e  Tedcral h?li,isrcr of ntcembcr ??, 
1978 and in subsequent  i n s t r u c t i o n s  r ece ived  by this institution w i l l  be 
transmitted t o  t h e  IDC. 

w 
Signature - L h t C  

S h i r l e y  S. C h J t e r  
V i c e  Charrc c 11 o r  
Acsdcmic Af fa ir s ,  UCSF 



j) I D E N T I F I C A T I O N  : 

b i n  I n v e s t i g a t o r %  - Varmus --- 

Mailing Address HSE 465 Phone ~ 2 8 2 4  Secre t ' a ry  B.Cook Phone_x387h 

B) S C I E K T I F I C  I N F O X E I A T I O N :  

- )iost: Varioibs mammalian t i s s u e  c u l t u r e  c e l l s  

Vector: Not a p p l i c a b l e  

Species s o u r c e  of DNA:  

h r i t y  of DNA: 

- - - 
Various a v i a n  and mammalian c e l l s  

I 

x --- X Less t h a n  99% --- Greater t h a n  99% 
If g r e a t e r  t h a n  99% is claimed, p r o v i d e  t h e  basis for  ne C L a i i n :  

I n  some cases, t h e  DNA t o  be  used w i l l  be  c loned i n  ER h o s t  v e c t o r  -- - 
sy6tems and c h a r a c t e r i z e d  by r e s t r i c t i o n  mappinc and molecular  h y b r i d i k a t i n n  

- ~ I  - 

-- Fac il it i e s  : Room ( s l1SE 457 IiSE 469 

-- YI -- - -- C l a s s i f i c a t i o n  

T h i s  NUA should be submi t ted  t o  N I H  for a p p r o v a l .  
T h i s  b1UA should be submi t ted  t o  N I H  for r e g i s t r a t i o n .  
T h i s  NUA should  be submi t ted  e l sewhere .  Sekbelow. 

This MUA is: 
New 
Renewal of N!.4 b a s s  # 

Other  Submitted f o r  t r a n s m i s s i o n  t o  new agency or f o r  new g r a n t .  
- -- (x7 Modif ica t ion  of !.!UA base  f 

Other  
- - L P * - p p  P 

D) S U P P O R T  i ) A T A :  

Grant t i t l e :  Molecular Bio lory  of mouse -- mammary tumor v i r u s  

Grant # - Agency - 2) PI 

- -- -~ --- 
u-. - _r- 

Grant t i t  l e  

Address to  which MUA should be sent by I B C :  Date r e c e i v e d  - 
D < l  t c a^?-?V*-r! 

(1 carret  t Xeefer ( 2 )  HSE 465 (3)  ORDA 
Div. of  Cancer Cause and 

Prevent  i o n  
N C I  


